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Substance: Durvalumab 

Brand Name: Imfinzi 

Originator/licensee: 

AstraZeneca AB 

Classification: NI 

 

ATC code: L01XC28 

Orphan Status: 
Eu:  No 
Us: Yes 

 

Mechanism of action: 
Durvalumab is a fully 

human, immunoglobulin 

G1 kappa (IgG1κ) 

monoclonal antibody that 

selectively blocks the 

interaction of PD-L1 with 

PD-1 and CD80 (B7.1). 

Durvalumab does not 

induce antibody 

dependent cell-mediated 

cytotoxicity (ADCC). 

Selective blockade of PD-

L1/PD-1 and PD-L1/CD80 

interactions enhances 

antitumour immune 

responses and increases 

T-cell activation [1]. 

Authorized Indication: 
EMA:  Imfinzi in combination with 

gemcitabine and cisplatin is 

indicated for the first-line 

treatment of adults with 

unresectable or metastatic biliary 

tract cancer (BTC) [2]. 

FDA: Imfinzi in combination with 

gemcitabine and cisplatin for the 

treatment of adult patients with 

locally advanced or metastatic 

biliary tract cancer [3]. 

Route of administration:  IV 

Licensing status: 

EU CHMP P.O. date: 

10/11/2022[2] 

FDA M.A. date: 02/09/2022 [3] 

EU Speed Approval Pathway: NO 

----- 

ABBREVIATIONS: 
AEs: Adverse events 
BTC:  biliary tract cancer 
CHMP: Committee for Medicinal 

Products for Human Use 
IV: intravenous 
FDA: Food and Drugs Administration 
HR: Hazard ratio 
imAEs:immune related adverse events 
M.A.: Marketing Authorization 
OS: Overall Survival 

P.O.: Positive Opinion 
PD-L1:  programmed death-ligand 1 

pts:patients 

Summary of clinical EFFICACY: 
The efficacy of durvalumab in combination with gemcitabine and cisplatin in pts with locally advanced or metastatic BTC was investigated in 

TOPAZ-1 (NCT03875235), a randomized, double-blind, placebo-controlled, multicenter trial that enrolled 685 pts with histologically confirmed 

locally advanced unresectable or metastatic BTC who have not previously received systemic therapy. Pts with recurrent disease >6 months after 

surgery and/or completion of adjuvant therapy were eligible. Pts had an ECOG Performance status of 0 and 1 and least one target lesion by 

RECIST 1.1. Pts with ampullary carcinoma; active or prior documented autoimmune or inflammatory disorders; HIV infection or active infections, 

including tuberculosis or hepatitis C; current or prior use of immunosuppressive medication within 14 days before the first dose of durvalumab 

were ineligible. 

Randomization was stratified by disease status (recurrent vs. initially unresectable) and primary tumor location. Pts were randomized 1:1 to 

receive durvalumab 1,500 mg or placebo on Day 1+ gemcitabine 1,000 mg/m2 and cisplatin 25 mg/m2 on Days 1 and 8 of each 21-day cycle up to 

8 cycles, followed by durvalumab or placebo1,500 mg every 4 weeks. Treatment with durvalumab or placebo continued until disease progression, 

or unacceptable toxicity. Treatment beyond disease progression was permitted if the patient was clinically stable and deriving clinical benefit as 

determined by the investigator. 

The result of OS, the primary endpoint of the study, is presented in the following table [3]: 

 Durvalumab with Gemcitabine and Cisplatin 

(n=341) 

Placebo with Gemcitabine and Cisplatin 

(n=344) 

Median OS (months) (95% CI) 12.8 (11.1, 14) 11.5 (10.1, 12.5) 

Hazard Ratio (95% CI) 0.80 (0.66, 0.97) 

p-value 0.021 
 

Summary of clinical SAFETY: 
The most common imAEs were hypothyroid events, dermatitis/rash, hepatic events and adrenal insufficiency. The safety 

profile of durvalumab plus chemotherapy continued to be well-tolerated, with no new safety signals observed with longer 

follow-up. Grade 3 or 4 treatment-related AEs were experienced by 60.9% of pts treated with durvalumab plus chemotherapy, 

and by 63.5% of pts receiving chemotherapy alone. Durvalumab plus chemotherapy did not increase the discontinuation rate 

due to AEs compared to chemotherapy alone (8.9% for the combination vs 11.4% for chemotherapy). Grade 3 or 4 treatment-

related AEs were experienced by 62.7% of pts treated with durvalumab and chemotherapy, and by 64.9% of pts receiving 

chemotherapy alone. The incidence of grade 3 or 4 adverse events and treatment-related AEs were generally comparable 

among treatment groups, irrespective of primary tumor location. Treatment-related AEs led to discontinuation in 8.9% of pts 

treated with the combination vs 11.4% of pts receiving chemotherapy. The most common AEs (≥20%) occurring in pts were 

abdominal pain, constipation, decreased appetite, fatigue, nausea, pyrexia and rash. [4] 
 

Ongoing studies: 
For the same indication: Yes [5] 
For other indications: Yes [5] 
 

Discontinued studies (for the same indication): yes [5] 
 

References: 
1.  https://www.ema.europa.eu/en/documents/product-information/imfinzi-epar-product-information_en.pdf 

2. https://www.ema.europa.eu/en/medicines/human/summaries-opinion/imfinzi-0 

3 https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=BasicSearch.process 

4.https://adisinsight.springer.com/drugs/800037095 

5. https://clinicaltrials.gov/ct2/results?cond=biliary+tract+cancer&Search=Apply&recrs=a&recrs=d&age_v=&gndr=&type=&rslt= 

6. https://gallery.farmadati.it/ 

7. https://www.aiom.it/wp-content/uploads/2021/10/2021_NumeriCancro_web.pdf 

Cost of therapy: 

Considering the ex-factory price 

(2,631.59€ for Imfinzi®50mg/mL 

10mL, corresponding to 500mg of 

durvalumab), a single administration 

of 1,500mg would cost 7,894.77€. [6] 

 

Epidemiology: 

The incidence of new cases of biliary 

tract cancer in Italy in 2020 is around 

5,400 subjects (2,400 man and 3,000 

women) [7]. 

 

POSSIBLE PLACE IN THERAPY: 

Durvalumab added to the first-line 

standard of care, gemcitambine and 

cisplatin, for the treatment of 

unresectable or metastatic BTC. 

 

OTHER INDICATIONS IN 

DEVELOPMENT: 

Bladder cancer; Cervical cancer; 

Endometrial cancer; Fallopian tube 

cancer; Gastric cancer; Head and 

neck cancer; Liver cancer; 

Mesothelioma; Oesophageal cancer; 

Ovarian cancer; Peritoneal cancer; 

Renal cell carcinoma; Solid tumours; 

Triple negative breast cancer [5]. 

 

SAME INDICATION IN EARLIER 

LINE(S) OF TREATMENT: No 

 

OTHER DRUGS IN DEVELOPMENT for 

the SAME INDICATION 

 

 

*Service reorganization: No 

*Possible off label use: Yes 

 

 


